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l. This opinion contain! indications relating to the following items; 

Box No. I Basis of the opinion 

D Box No. II Priority 

[3 Box No. HI Noiwstablishmcnt of opinion with regard to novelty, inventive step and industrial applicability 

PI Box No. IV LoekofMnityofinveniion 

ER] Box No V Reasoned statement under Rule 4tt/».]laRi ) with regnrd to novclly, inventive step or industrial 

" applicability: citations and explanations supporting such statement 

[""] Box No. VI Certain docomcnls cited 

I"! Box No. VII Certain defects in the inter national application 

^ Box No. VIII Certain observations on the international application 

Z FURTHER ACTION 

If a demand for international preliminary examination is made, this opinion will ^ considered to be a wrilte n opinion of U* 
Intcrnnlional Preliminary Examining Authority ("iPEA") except that this does not apply where **fffi*»F" i ^ ^5£Z 
than this one lo be the IPEA and the chosen 1H*A has notified the International Bureau under Rule 66. lW*b . that written opinion* or 
this International .Searching Authority will not be so considered. 
If this opinion is. as provided above, conaidcrcd to be a Written opinion of the IPEA. the applicant is inviled lo submit to the IPEAa 
wrfnen^ply together! where appropriate, wilh amendment*, before the expiration of » month* from the dale of mailing of Form 
PCMSA/220 or before the expiration of 22 months from the priority dale, whichever expires later. 
For further option* tee Form FCT/IS A/22D. 

X. Per further details, see notes to Form PCT/3SA/220. 
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\Utx No. I HtwU of info opinion 



J. Wflh regard lo the language, this O|rinion hi* been established on the hud* of the InternaUonal application in the language in which il w» 
fiJciL unless otherwise Indicated under this il cm 

D This opinion hu tan eifiablUhvd 0«1 the basis or a translation from the original languor into the following language 

. . which is the language or a translation furnished for the purj»tes of internal iorcil search (under 

Ride J 2.3 and 23. Kb». 

2. Wjih regard lo any nucleotide and/or Unltno add mqinnrc disclosed in the international ajmlication and necessary lo the claimed 
invention, this opinion has been crtablishcd on the bast* oft 

a. type of material 

^) a sequence listing 

Q tables) related to the sequence tiding 
P. formal of material 

[""1 in written format 

ffl incompotcr readable form 
e. lime or filing/furnishing 

[""] contained in the international application as filed. 



|^| filed together with the international application in computer readable form. 
Q furnished subsequently lo this Authority for the purposes of search. 



3. n J" addition, in ihc case that more than one version or copy of a sequence listing and/or tableO) relatipg thereto has been filed or 

furnished, the required statements that the information in the subsequent or additional copies is identical to that in the application as 
filed or docs not go beyond the application ai filed, as appropriate, were rwnished. 

4. ActfiUonaJcomnwmi: 



RF RT AVAILABLE COP^f 



Form KT/ISA/237 (Box No, 1) (January MM 
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H«x No. Ill NoiMSRiabllfihiiiefll of opinion wilh n^rd lo novcliy, invent! vc acp and indusl rial applietilnUly 



The questions whether the claimed invention io he novel, lo Involve an inventive dq> tlo be mm obvious), or lo he industrially 

applicable have nol tan examined in reined of; 



lheenlhvlmernaiionala|)f>licalioo 
13 claims Nos. 1, 3-1 6 , 3>. 33 (partial). 



because: 



1^1 iiwgaidinlcrmiionalappl^ 1. 3-16, 33 (partial) 

relate to the following subject matter which does nol require an international preliminary examination Wrtfjl: 



Claims 1 and 3-16 describe methods for growing myocardial cells including a slop of 
iransducing certain nucleic acid into myocardial cells or an organism and claims 32 and 33 
methods Tor curing heart diseases. These include methods Tor treatment of ihe human body by 
surgery or therapy as well as diagnostic methods, which does not require an international 
preliminary examination. 



the description, claims or drawing* [indlctM particular etmmts below) or said claims No* 
we so unclear thai no meaningful opinion could be formed ( specify 



the claims, or said claims No*. 



are so inadequately supported 



by the description that no meaningful opinion could be formed. 
13 no international »arch report haB been established for snid claims No* 1, 3-16 > 3 3, 33 (partial) 



j— | the nucleotide and/or amino acid sequence listing docs not comply with the standard provided for in Annex C of the Adminiriralivc 



Instructions in that: 
the written form 

the computer readable form 



I I has not been furnished 

□ 

does nol compJy with the standard 

has nol been furnl*cd 
[ | does not comply with the standard 



I I the tables related to Ihe nucleotide and/or orrino acid sequence Jlstfn* if In computer readable form only, do not comply with Ibc 
technical requirements provided for in Annex C-W* of the AdininistraUve Irisirwtions. 

PI Sec Supplemental Box for further dduik 
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DoxNo.V Rcaxonisd sialcnivnl under Rule UMs-KuKI) wiUi rupirtl io novdiy. invcnU w stop or indu*iriul upplicubUiiy; 
citations inid cxpltmulioii« ^ipportliig5iii-hKU)lttncnl 



1. SLotL-mcot 

. NwdlyiNl 

Invcmiw rtqulS) 



Claim* 1~33 
Claim* ■ 



Claims 



Claims 1-33 



Irtrtimrul oj»])ljcahilily OA) Claims 

1-33 * 

Claims 



YliS 
NO 

YI-S 
NO 

YES 
HO 



Z Cilaliuns and explaittliow 

Document 1 : Circ Res., Jan. 2003, Vol. 92, No. I , el 2-9. 

Document 2: Cire Res., 1999, Vol. 85, No. 2, p. 1 17-27. 

Document 3: Biochem Biophys Res Comnwn., 2002, Vol. 296, No. 5, p. 1372-7. 

Document 4: Cell, 1994, Vol. 78, No. hp. 67-74. 

Document 5: Curr BioL 1999, Vol. 9, No. 12, p. 6614. 

Document 1 describes a method for increasing the number of myocardial cells by transducing a gene 
encoding cycline Dl and a gene encoding CDK4 into myocardial cells. 

Document 2 describes a method for increasing the number of myocardial cells by deleting p27KIPI. 
Document 3 describes a method for knocking targeted gene out by employing siRNA - 
Document 4 describes that p27 inhibits cycline Dl-cdk4 family. 
Document 5 describes that SCFSKp2 complex splits p27 KIP1 . 

The inventions of claims 1-8, 13-21 and 26-33 do not appear to involve an inventive step on account 
of documents 1-3. 

As it is recognized to have been well-known that cycline Dl, CDK4 and p27KIPl regulate growth of 
cells by mutual reaction, a person skilled in the art could have easily conceived to apply a technology 
for increasing the number of myocardial cells by deleting p27KIPl described in document 2 to a 
technology for increasing the number of myocardial cells described in document 1. and in doing so, 
to employ the siRNA method which is a well-known technology (see document 3 etc., if necessary). 

The inventions of claims 1 -12, 1 5-25 and 28-33 do not appear to invol ve an inventive step on 
account of documents 1,2,4 and 5. 

A person skilled in the art could have easily conceived to use a gene encoding skp2 which is shown 
to have a Junction of splitting p27KIPl in documents 4 and 5, when further to apply a technology for 
increasing the number of myocanJial cells by deleting p27K!Pl described in document 2 to a 
technology for increasing the number of myocardial cells described in document 1. 



Iwm PCT/ISA/2J7 (Bos No. V) Uanoory 2tM>4) BEST AVAILABLE COPY 

I 

PAGE 7/8 * RCVD AT 8/18/2006 1 :02:07 AM [Eastern Daylight Time] * SVR:RIRIGHTFAX/8 * DNIS:22201 ^ CSID:001 81454762929 * DURATION (mm-ss):02-38 



; 2006$ W 8B 13S55# mmtBft 

J 



NO. 692/ f". 8 



written opinion or tok 

INTERNATIONAL tiKARCIIlNC; AUTHORITY 



Irtmuiional oppl'tcalron No. 

PCT/JP2004/017274 



Wax No. VIII Ccrluln observations on the inlcrmilionul apptkoiton 



m following ohSLTvmiow on the clarity or the claim*, dominion, ami drawing* or on ^xiion whsihv dw claim* wv fu«y ai^ortcd by 
ihc dc*rri|rtioa ore made: 

Claims as a whole caiuiol be said lo bo sufficiently supported by specifiealhms or disclosed fully, as 
only cycliiie 15KCDK4 and p27 an; disclosed as embodiments or "cycling, "cyclin-depcndcnt 
kinase" and "CiplYKip family proteins", respectively. 
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